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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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DETAILED ACTION 

Formal Matters 

1. Applicants' response to the office action mailed on 1/10/2008, including arguments/remarks 
and amended claims, was received on 6/10/2008 and has been entered into the record. 

2. In the response received on 6/10/2008, the Applicants cancelled claims 1-15 and added new 
claims 16-26. Claims 16-26 are therefore pending and are the subject of this office action. 

Claim Oh jections 

1. Objection to original claims 1-5, as set forth on page 3 of the office action mailed on 
1/10/2008, is moot in view of Applicants' cancellation of the claims. 

2. Claim 16 is objected to because it is not clear if the non-polypeptide moiety is not conjugated 
to position 8 of the variant interferon (IFN) polypeptide, or the wild-type IFN polypeptide. It is also not 
clear how a non-polypeptide moiety could be conjugated, or not conjugated, to a description of a mutation 
rather than the position itself (i.e. there is no "F8E" within an IFN-P polypeptide, but rather a 
phenylalanine or a glutamic acid at position 8). 

Claim Rejections - 35 USC§ 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufactiu"e, or composition of matter, or any new 
and usefiil improvement thereof, may obtain a patent therefor, subject to the conditions and requirements of this title. 

Rejection of claims 1-5 under 35 USC § 101 as being directed towards non-statutory subject 
matter, as set forth on page 3 of the prior office action mailed on 1/10/2008, is withdrawn in response to 
Applicants' cancellation of these claims and submission of new claims 16-26 which are drawn to an 
isolated variant type I IFN. 
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Claim Rejections - 35 USC S 112, first parasraph - enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification sliall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly comiected, to make and use the same and shall set forth the best mode contemplated by the 

inventor of carrying out his invention. 

1. Claims 16-26 are rejected under 35 USC § 1 12, first paragraph, regarding lack of enablement 
for variant IFN-P polypeptides comprising unlimited modifications, as originally applied to claims 1-5, as 
set forth on pages 3-5 of the office action mailed on 1/10/2008. 

In the response received on 6/10/2008, the Applicants argue that new claims 16-26 are drawn to 
variant IFN-P polypeptides comprising substitution at position 8, which was indicated as enabled in the 
office action of 1/10/2008, and therefore the currently pending claims are enabled by the specification. 

These arguments have been fully considered and are not persuasive. As written, independent 
claim 16 recites an isolated IFN-P variant comprising a F8E substitution, and therefore is not limited to 
the F8E substitution. Although the specification provides guidance and examples of IFN-P polypeptides 
with F8E, FlllN, L5Q, L116E, and/or L120R substitutions, there is no guidance or examples of IFN-P 
polypeptides comprising substitution at any other position, wherein said IFN-P polypeptides exhibit 
greater solubility compared to the wild-type IFN-P polypeptide. The specification does not teach which 
amino acid residues, other than F8, L5, Fill, LI 16, and LI 20, can be altered and still produce a 
polypeptide with the desired features. As set forth in the previous office action, one of ordinary skill in 
the art would know that mutation of a given protein can be associated with unpredictable effects on 
biological activity, and therefore a skilled artisan would not be able to predict which substitutions, other 
than the F8E, L5Q, FlllN, L116E, and/or L120R substitutions, would produce an IFN-P polypeptide 
with greater solubility compared to the wild-ty|3e polypeptide. For these reasons, one of ordinary skill in 
the art would require further, undue experimentation in order to make and use all possible variant IFN-P 
polypeptides comprising an F8E substitution and exhibiting greater solubility compared to the wild-type 
IFN-P polypeptide. 

2. Rejection of claims 1-5 under 35 USC § 1 12, first paragraph, regarding lack of enablement for 
variant IFN-P polypeptides comprising the recited substitutions and exhibiting increased immunogenicity, 
as set forth on page 5 of the office action mailed on 1/10/2008, is withdrawn in response to Applicants' 
cancellation of claims 1-5, and submission of new claims 16-26 which do not recite this limitation. 
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Claim Rejections - 35 USC S 112, first parasraph - written description 

1. Claims 16-26 are rejected under 35 USC § 112, first paragraph, regarding lack of written 
description for variant IFN-P polypeptides comprising unlimited modifications, as originally applied to 
claims 1-5, as set forth on page 6 of the office action mailed on 1/10/2008. 

In the response received on 6/10/2008, the Applicants argue that new claims 16-26 recite variant 
IFN-b polypeptides which have been described in the specification. 

This argument has been fully considered and is not persuasive. New claims 16-26 are drawn to 
isolated IFN-P variants comprising an F8E substitution, wherein said variants exhibit greater solubility 
compared to the wild-type IFN-P polypeptide. Due to the open-ended language of independent claim 16, 
which recites a variant comprising an F8E substitution, the claimed variants are not limited to IFN-P 
polypeptides with a F8E substitution, or any of the other recited substitutions. The specification describes 
variant IFN-P polypeptides with substitutions at position F8, L5, Fill, LI 16, and/or L120. However, 
there is no description of IFN-P polypeptides comprising substitution at any other position, wherein the 
resulting IFN-P exhibits increased solubility compared to the wild-type IFN-P polypeptide. Furthermore, 
there is no description of any other amino acid residue or region within the IFN-P polypeptide of SEQ ID 
NO: 15 that can be altered, or any description of which amino acid residues must be conserved in order to 
exhibit greater solubility than the wild-type polypeptide. Accordingly, the instant specification does not 
adequately describe all possible IFN-P polypeptides comprising the F8E substitution and exhibiting 
greater solubility compared to the wild-type IFN-P polypeptide of SEQ ID NO: 15. 

2. Claims 16-26 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter that was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the inventor(s), 
at the time the application was filed, had possession of the claimed invention. This is a new matter 
rejection. 

Independent claim 16 recites an isolated variant IFN-P polypeptide comprising an F8E 
substitution and exhibiting increased solubility compared to a wild-type IFN-P polypeptide, and "wherein 
a non-polypeptide moiety is not conjugated at F8E". After extensive review, the Examiner is unable to 
find, in the Specification as originally filed, support for this newly added limitation of a non-polypeptide 
moiety not conjugated at F8E. This newly added limitation is not expressly asserted, nor does it flow 
naturally from the Specification as originally filed. 
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Claim Rejections - 35 USC S 112, second varauraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the appUcant regards as his invention. 

Rejection of claims 1-5 under 35 USC § 11 2, second paragraph, as being indefinite regarding the 
metes and bounds of "position 8" of an IFN-P polypeptide, as set forth on page 7 of the office action 
mailed on 1/10/2008, is withdrawn in response to Applicant's cancellation of the claims, and submission 
of new claims 16-26 which recite variants arising from an F8E substitution of the polypeptide identified 
by SEQIDNO: 15. 

Claim Rejections - 35 USC S 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this conntry, more than one year prior to the date of application lor patent in the United States. 

(e) the invention was described in (1) an application for patent, published luider section 122(b), by another filed in the 
United States before the invention by the applicant for patent or (2) a patent granted on an application for patent by 
another filed in the United States before the invention by the applicant for patent, except that an international 
application filed under the treaty defmed in section 351(a) shall have the effects for purposes of this subsection of an 
application filed in the United States only if the international apphcation designated the United States and was 
published imder Article 21(2) of such treaty in the English language. 

Rejections withdrawn 

1. Rejection of claims 1-4 under 35 USC § 102(b) as being anticipated by Runkel et al (Biochem. 
2000, Vol. 39, p. 2538-2551), as set forth on pages 7-8 of the office action mailed on 1/10/2008, is 
withdrawn in response to Applicants' cancellation of claims 1-4, and submission of new claims 16-26 
which are drawn to isolated IFN-P variants comprising an F8E substitution. Because Runkel does not 
disclose any IFN-P polypeptide comprising an F8E substitution, new claims 16-26 are not anticipated by 
Runkel et al. 

2. Rejection of claims 1-4 under 35 USC § 102(e) as being anticipated by Pedersen et al (US 
6,531,1 22), as set forth on pages 8-9 of the office action mailed on 1/ 1 0/2008, is withdrawn in response to 
Applicants' cancellation of claims 1-4 and arguments that Pedersen teaches that mutation at position F8 is 
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one of many possibilities, and that Pedersen teaches polypeptides that comprise a non-polypeptide moiety 
conjugated to the substituted amino acid. 

These arguments have been fiiUy considered. It is noted that while Pedersen teaches substitution 
at position F8 as one of several possible substitutions, it nonetheless discloses this substitution. However, 
Pedersen does not specifically disclose an F8E substitution of IFN-P without conjugation to a non- 
polypeptide moiety. Therefore, Pedersen does not meet the limitations of currently pending claims 16-26 
as currently written. 

3. Rejection of claims 1-4 under 35 USC § 102(b) as being anticipated by Bell et al (US 
4,738,844), as set forth on pages 9-10 of the office action mailed on 1/10/2008, is withdrawn in response 
to Applicants' cancellation of claims 1-4, and submission of new claims 16-26, which are drawn to 
isolated IFN-P variants comprising an F8E substitution. Bell does not disclose an IFN-P polypeptide 
comprising an F8E substitution, and thus does not anticipate new claims 16-26. 

Rejeclion necessitated by amendment 

4. Claim 16 is rejected under 35 U.S.C. 102(e) as being anticipated by Gantier et al (US 
20040132977). New claim 16 is drawn to an isolated IFN-b variant based on the sequence of SEQ ID 
NO: 15, wherein said variant comprises an F8E substitution. 

Gantier et al teaches a polypeptide, SEQ ID NO: 1 122 that is 99.2% identical to SEQ ID NO: 15 
of the instant application, and comprises a glutamic acid substituted for the phenylalanine normally found 
at position 8 (see sequence comparison). Therefore, Gantier et al teaches an IFN-P polypeptide based on 
the sequence of SEQ ID NO: 15 and comprising an F8E substitution. Although Gantier et al does not 
explicitly teach that this polypeptide exhibits increased solubility compared to the wild-type IFN-P 
polypeptide, it would be expected, in the absence of evidence to the contrary, that this polypeptide would 
exhibit increased solubility because the instant specification teaches that this is a feature of IFN-P 
polypeptides comprising an F8E substitution. Because the USPTO does not have the facilities for testing 
the solubility of the polypeptide of Gantier et al, the burden is on the Applicants to show a novel and 
unobvious difference between the claimed IFN-P variant and that of the prior art. See In re Best, 562 F.2d 
1252, 195 USPQ 430 (CCPA 1977) and Ex parte Gray, 10 USPQ 2d 1922 1923 (PTO Bd. Pat. App. & 
Int.). 
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Therefore, because Gantier et al teaches an IFN-P polypeptide comprising an F8E substitution, 
wherein this polypeptide would be expected to inhibit increased solubility compared to the wild-type IFN- 
P polypeptide, Gantier et al meets the limitations of claim 16. 



Double Patentine 

The nonstatutory double patenting rejection is based on a judicially created doctrine grounded in 
public policy (a policy reflected in the statute) so as to prevent the unjustified or improper timewise 
extension of the "right to exclude" granted by a patent and to prevent possible harassment by multiple 
assignees. A nonstatutory obviousness-type double patenting rejection is appropriate where the 
conflicting claims are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated by, or would 
have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 
(Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 
887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Omum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In 
re Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may be used 
to overcome an actual or provisional rejection based on a nonstatutory double patenting ground provided 
the conflicting application or patent either is shown to be commonly owned with this application, or 
claims an invention made as a resuh of activities undertaken within the scope of a joint research 
agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. 
A terminal disclaimer signed by the assignee must fully comply with 37 CFR 3.73(b). 

Rejection of claims 1-5 on the grounds of nonstatutory obviousness-type double patenting as 
being unpatentable over claims 1-5, 7, 10-12, 27-28, and 35 of Application No. 10/676,705, as set forth 
on page 10 of the office action mailed on 1/10/2008, is withdrawn in view of Applicants' cancellation of 
claims 1-5 and the abandonment of the 705 application. 



Conclusion 

No claim is allowable. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS fi^om 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing 
date of this final action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Bruce D. Hissong, Ph.D., whose telephone number is (571)272-3324. The examiner can 
normally be reached M-F from 8:30 am - 5:00 pm. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Gary Nickol, Ph.D., can be reached at (571) 272-0835. The fax 
phone number for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status infomiation for published applications may be obtained 
from cither Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Elecfronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (EST USA OR 
CANADA) or 571-272-1000. 

Bruce D. Hissong 
Art Unit 1646 



/Robert Landsman/ 
Primary Examiner, Art Unit 1647 



